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Amendment Pursuant to 37 C.F.R, § 1.121 

IN THE CLAIM S: 

The claims set forth below with amendments as indicated will replace all prior 
versions and listing of claims in the application. 

1 . (Currently amended) A compound of formula (1 ) or formula (2) 




wherein: 

X and Y indopondontly are N or CH whorein at l east ono of X and Y is N ; 

Ar is: 

phenyl optionally substituted with one or more substituents selected from 
the group consisting of; halogen, (d-C 4 )alkyl. (Ci-C 4 )alkoxy, 
thio(C r C4)alkyI, N0 2 , NH(Ci-C 4 )alkyl and N((Ci-C 4 )allcyl) 2 wherein 
said alkyl may optionally form a 4 to 6 membered ring together with 
the heteroatom to which it is attached and an ortho carbon of the 
phenyl wherein said 4 to 6 membered ring may contain a second 
hetero atom selected from the group consisting of O, S and N, ©f 

5 - or 6 m e mb e r e d aromatic hotorocyclo containing ono or two hotoro 
atoms se l e ct e d from tho group- consisting of O, N and S. - arxi 
optionolly subctrtutod with ono or moro halog e n, (C^ -Cg^atkyty 
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wherein said alkyl may opt i onally form a 4 to 6 m e mborod ring 
togothor with tho h e t e roatom to which it i s attached and an ortho 
carbon of caid hotorocyole whoroin oa i d 4 to 6 memborod ring may 
opt i onally contain a second hotoro atom ooleoted from tho group 
consisting of Q, S and N, 

Z is H § 4-aminophenyl, SO2R3 or COR3 wherein R3 is (C^^alkyl, (Cs- 
C 6 )cycloalkyl, Aras defined above, (Cz-Cejalkenyl or (C2-C©)alkynyl; 

Ri is H, (Ci-C 4 )alkyl P (C 3 -Ce)cycIoaIkyI or Ar as defined above; 

FT is H or (Ci-C 4 )alkyl; and 

when Z is H, R 2 is a selected from the group consisting of; 
cyano, 

C(0)-ORai wherein Rai is methyl, ethyl or rsopropyl, 
C(0)-NHRa 2 wherein Raa is cyclopropyl, 

C(0)-N(Ra 2 ), wherein N(Ra 2 ') is aziridinyi or azetidinyl, optionally 
substituted with (CrC 4 )alkyl or Ar as defined above, 

C(0)-N(Raa)-ORa3 wherein each Rag may be identical or different and 
each Raa is independently selected from the group consisting 
of methyl, ethyl or cyclopropyl, 

C(0)Ra4 wherein Ra4 is Ar as defined above or (C3-C 5 )cycloa[kyl 
optionally substituted with (Ci-C 4 )aJkyl or Ar as defined above, 

C(Ra4>=N-Rb wherein: 

Ra4 is H, Ar as defined above, or (QrC 5 )cycloalkyl optionally 
substituted with (Ci-C 4 )alkyl or Ar as defined above, and 
Rb is (Ci-C^alkyl, (CVCsJcycloalkyI, hydroxyl, (CrC 4 )alkoxy 9 
(CrC 4 )a]kenyloxy, or (Ci-C 4 )alkylenoxy wherein said 
(C 1 -C 4 )alky!enoxy optionally may be substituted with halogen or 
a group selected from the group consisting of carboxyl, 
(CH 2 )rtAr wherein n is 0 or 1 and Ar is as defined above, 
(C r C 4 )a]koxy, NH 2> NH(CrC 4 )aIkyl, and N((C 1 -C 4 )alkyl) 2 
wherein said alkyls together with the heteroatom to which they 
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are attached may optionally form a 3 to 6 membered ring which 

may optionally contain a second hetero atom selected from the 

group consisting of O, S and N, 
NH-C(0)Ra4 wherein Ra4 is H, Ar as defined above, or (C<rC 5 )cyctoalkyl 

optionally substituted with (d-C 4 )aIkyl or Ar as defined above, 
NHRa4 wherein FUu is H, Ar as defined above, or (CVCsJcycloalkyl 

optionally substituted with (Ci-C 4 )alkyl or Ar as defined above, 
phenyl, and 

5 to 6 membered aromatic heterocycle containing 1 to 3 hetero atoms 
selected from the group consisting of O, N and S; and 
when Z is SO2R3 or COR 3> R 2 is cartooxyl, NH* NH(Ci-C 4 )alkyl, N^-C^alky!);, 
or ((VCsJcycloalkylamino; or 

a stereoisomers form of the compound of formula (1) or formula (2), or mixtures 
of the stereoisomers forms thereof in any ratio; or 

a pharmacctiGa Hy pharmaceutically acceptable salt of the compound of formula 
(1) or formula (2). 

2. (Original) The compound according to claim 1 wherein Ar is phenyl, 
4-fluorophenyl or 4-methoxyphenyl. 

3. (Original) The compound according to claim 2 wherein R n is H, 
(Ci-C 4 )alkyl, phenyl or substituted phenyl. 

4. (Canceled). 

5. (Currently amended) The compound according to c l aim 1 claim 3 
wherein R 2 is C(0)-ORai and wherein Ra, is {G*-G^aH^4 methyl, ethvl or 
isopropyf . 



ST01021 USCNT -5 of 17- 



PAGE 6/18 ' RCVD AT 9/22/2005 10:15:23 AM [Eastern Daylight Time] 1 SVR:USPTO-EFXRF-6/26 1 DNIS:2738300 1 CS1D:908 231 2626 1 DURATION (miiK$):OM0 



SEP. 22. 2005 10:26AM AVENTIS US PAT DEPT 



NO. 8462 P. 7 



Application Sen No.: 10/761,982 
Filing Date; January 21, 2004 
Examiner: Stockton, Laura 

6. (Original) The compound according to claim 5 selected from the group 
consisting of: 

ethyl e^iphenyl-e^-dihydro-ZH-rndazole^-carboxylate, 
isopropyl e^diphenyl-e^^lihydro-SH-indazole-S-carboxylate, 
methyl 6,6-diphenyh6,7-dihydro-2H-indazole-3-carboxylate, 
ethyl 6-(R,S)-6-methyl-6-phenyl-6,7<Iihydro-1 H-indazole-3- 

carboxylate, 

ethyl 6-(+)-&-methyl-6-phenyl-6,7-cfIhydro-1 H-indazole-3- 

carboxylate, 

ethyl ^(RaSJ-e-phenyl-e^-dihydro-aHHndazole-S-carboxytate, 
ethyl 6-(R)^phenyl-6,7-dihydro-2H-indazole-3-oarboxyIate, 
ethyl 6-(S)-6-phenyl-6,7-dihydro-2H-indazole-3-carfaoxylate, 
ethyl 6 J 6-bis(4-methoxyphenyl)-6,7-dihydro-1 H-indazole-3- 

carboxylate, 

ethyl 6-(R,S)-6-(3,4-dimethoxyphenyl)-6-phenyl-6,7"dihydro-1 H- 
indazole-3-carboxylate, 

ethyl 6-(R,S)-6-(4-fluorophenyl)-6-phenyl-6,7-dihydro-1 H-indazole- 
3-carboxylate, 

- ethyl (-)-6-(4-fluoropheny0-6-phenyl-6,7-dihydro-1 H-indazole-3- 
carboxylate, 

ethyl (+)-6-(4-fluorophenyl)-6-phenyl-6 f 7-dihydro-t H-indazoIe-3- 
carboxylate, 

ethyl 6,6-bis(4-fluorophenyl)-6,7-dihydro-1 H-indazole-3- 
carboxylate, and 

ethyl 7-methyl-6,6<Iipheny|-6,7-dihydro-1 H-indazote-3^caiboxylate. 

7. (Currently amended) The compound according to claim A claim 3 
wherein R 2 is CORa4 and Ra4 is Ar or (C 3 -C 3 )(ycloalkyL 
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8. (Original) The compound according to claim 7 selected from the group 
consisting of; 

cyclopropyl(6,6-dipheny!-6J^ihydro-1H-indazol-3-yl)methanone f 
cyclobutyl(6,6-diphenyl-6 f 7-dihydro-1 H-indazol-3-yl)methanone, 
(6,6-diphenyN6,7-dihydro-1H-indazol-3-yl)phenylmethanone, 
(6,6-diphenyl-6 f 7~dihydro-1 H-indazol-3-yl)-(1 H-pyrrol-3- 
yl)methanone, 

6-(R,S)-cyclopropy][6-(4-fm^^ 
indazol-3-yl]methanone f 

(-)^dopropy[[6-(4"fIuorophenyl)-Siphenyl^J-dihydro-1H-indazoI- 
3^yl]methanone, 

(+)^clopropyl[6-(4-fIuorophenyl)^pheny!-6,7-dihydro-1H-inda2ol- 
3-ylJmethanone, and 

cyc!opropyl[6,6-bis(4^luorophenyl)^,7-dihydro-1 H-indazol-3- 
yOmethanone. 

9. (Currently amended) The compound according to claim 4 claim 3 
wherein R 2 is C(0)~NHRa 2 , C(0)-N(Ra3)-ORa3 or C(0)-N(Ra 2 '). 

1 0. (Original) The compound according to claim 9 selected from the 
group consisting of: 

N-(cyclopropyl)-6 f 6-diphenyl-6,7-dihydro-lH-indazole-3- 

carboxamide, 

azetidin-1 -yI(6,6-diphenyl-6.7-dihydro-1 H-indazol-3-yl)methanone f 
(N-methoxy-N-methyl)-6,6-diphenyl-6 f 7-dihydro-1H-indazole-3- 
carboxamide, and 

axiridin-1 -yl(6,6<fiphenyl-6,7-dihydro-1 H-indazol-3-yl)methanone. 

11. (Currently amended) The compound according to claim 4 claim 3 
wherein R* is C(Ra4)=N-Rb. 
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12. (Original) The compound according to claim 1 1 selected from the 
group consisting of: 

(E,Z)cyclopropyl(6 f 6KJipheny!-6 f 7^hydro-1H-irKlazol-3-y0 
methanone oxime, 

(EJ^cloprapyKe^-diphenyl-epy-dihydro-IH-indazol-S-yl) 
methanone oxime, 

(Z)cyclopropyl(6 > 6-diphenyl-6,7-dihydro-1 Hnndazol-3-yl) 
methanone oxime, 

(E^cyclobutylte^-diphenyl-e.y-dihydro-IH-indazol-S- 
yl)methanone oxime, 

(E)cyciobutyl(6,6-diphenyl-6J^ihydro-1HHndazol-3-yl)methanone 
oxime, 

(Z)cycIobutyl(6,6Hjiphenyl-6^-dihydro-1H-indazol-3-yl)methanone 
oxime, 

(E,Z)cyclopropyl(6,6-diphenyl-6 l 7-dihydro-2H-indazol-3- 
yl)methanone O-methyJoxime, 

(E)cyclopropyl(6 f 6«diphenyl^,7-dihydro-2H-indazol-3-yl)methanone 
O-methyloxime, 

(Z)cyclopropyl(6,6-diphenyJ-6,7-dihydro-2H-indazol-3-yl)methanone 
O-methyloxime, 

(E J 2)6 f 6-diphenyl-6 > 6-dihydro-1 H-indazoIe-3-carbaldehyde O- 
methyloxime, 

(E, Z)cyclobutyl(6,6-diphenyl-6,7-dihydro-1 H-indazol-3- 
yl)methanone O-allyioxime, 

(E)<yclobuty](6,6-diphenyl-67<lih^ 
O-allyJoxIme, 

(Z)cyclobutyi(6,6-diphenyI-6,7-dihydro-1 H-indazoi-3-yl)methanone 
O-atlyloxime, 
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(E T Z)cydopropyf(6 f 6-diphenyl^7-dihydro-lH-indazol-3- 
yl)methanorie Oallyloxime, 
(Z)cyclopropyl(6,6-dipheny!-6,7^ 
Oallyloxime, 

(E)cyc]opropyI(6,6-diphe^^ 
O-allyloxime, 

(E^cycIopropyKSpe-diphenyl-e^-dihydro-IH-indazol-S- 

yl)methanone 0(2-methoxyethyl)oxime, 

(Z)c^cIopropy!(6,6-diphenyl-6 t 7-dihydit)-1H-indazol-3-yl)m 

0-(2-methoxyethyl)oxime, 

(E)<^clopropyl(6,6-diphenyl-6,7^ 

0-(2-methoxyethyl)oxime, 

<E^)cyclopropyl(6,6<liphenyI-6,7-dihydro-1H-indazol-3- 
yl)methanone O-benzyloxime, 
(Z)cyclopropyl(G,6-diphenyl^^ 
O-benzyloxime, 

(£)cycfopr©pyl(6,6-diphenyl-6^ 
O-benzyloxime, 

(E f Z)cyclopropy](6,6<liphenyl-6J<ljhydro-1H-fndazol-3- 
yl)methanone 0-(4-nrtrobenzyl)oxime f 
(Z)c^clopropyI(6,6<lipheny1-6^ 
0-(4-nttrobenzyl)oxime, 

(E)cyc[opropyl(6 f 6-diphenyL6,7-dihydro-1 H-indazoI-3-yl)methanone 
0-(4-nrtrobenzyl)oxime, 

(E,Z)c^dopropyl(6,6-diphenyl^,7^ihydrx5-lH-inda2ol-3- 
yl)methanone 0(2-dimethylaminoethyl)oxime, 
(Z)cyc!opropyl(6,6-diphenyi-6 f 7-dihydro-1 H-indazo!-3-yl)methanone 
0-(2-dimethylaminoethyl)oxime, 
(E)cyclopix>pyl(6,6-diphenyl-6,7-dihydro^ 
0(2-dirnethylamjnoethyl)oxime, 
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(E,Z)cyclopropyi(6,6-diphenyl-6,7-clihydfO-1H-rndazol^ 
yl)methanone 0(2-fluoroethyl)oxime, 

(Z)cyclopropy](6,6-diphenyl-6 l 7<lihydro-1 H-indazol-3-y1)methanone 

0-(2-fluoroethyl)oxime, 

(E)cyclopropyl(6,6<iiphenyl-6 f 7^^ 

0-(2-fluoroethyl)oxime, 

(E,Z)-6-(R,S)-c^lopropy|[6-^ 

1 H-indazol-3-yI]methanone oxime, 

(E)-6-(R,S)-cyclop^ 

indazol-3-yl]methanone oxime, 

(Z)^-(R,S)^clopropyl[6-(4-fluoro^^ 

indazol-3-yl]methanone oxime, 

(0-6-(Z)^yclopropyl[6^4-fluorophenyl)-6-phenyh6 J 7-dihydro-1l+ 
indazoI-3-yl]methanone oxime, 

(-)^-(E)-cyclopropyl[6-(4-fluorophenyl)-6-phenyl-6,7-dihydrcHl^ 
indazol-3-yl]methanone oxime, 

(+)-6-(Z)-cyclopropyl[6-(4-fluoro^^ H- 

indazol-3-yl]methanone oxime, 

(E,Z)cyclopropyl[G,6-bis(4-fluoi^ 

yflmethanone oxime, 

(Z)cydopropyl[6,6-bis(4-fluoropheny^ 

yljmethanone oxime, and 

(E)cyclopropyl[6,6-bis(4-fluorophenyl)-6 t 7-dihydrO'1 H-indazol-3- 
yl]methanone oxime. 

13. (Currently amended) The compound according to etera-4 claim 3 
wherein R 2 is NH-C(0)Ra4- 

14. (Currently amended) The compound according to claim 13 selected 
from the group consisting of: 
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N-(6,6<iiphenyl-6/7-dihydro-l HHnd&zoh3-y0cyclopropylamide, and 
N-[6,6-dipheny|.6 J 7-dihydro-1 H-indazol-3-yl]benzamide. 

15. (Currently amended) The compound according to steim-4 claim 3 
wherein Ffe is Af phenyl, ovridvl. oxadiazolvl orthiophenvl. 

16. (Original) The compound according to claim 15 selected from the 
group consisting of: 

3-(3-methyl[1 ,2,4]oxadia2ol-5-yl)-6,6-dipheny[»6,7-dihydrc>-1 H- 
indazole, 

3,6,6-triphenyl-6,7-dihydro-1 H-indazole, 
e.e-diphenyl^pyrid-S-yl-e^-dihydro-l H-indazole, and 
6 f 6-diphenyl-3-thiophen-3-yl-6,7-dihydro-1H-inda^ole. 

17. (Currently amended) The compound according to olaim -4 claim 3 
wherein R2 is CN. 

18. (Currently amended) The compound according to claim 17 
wherein the compound is 6,6-diphenyl-6,7-dihydro-lH-indazole-3-carbonitrile. 

19. (Original) The compound according to claim 1 wherein Z is SQ2R3 or 

COIV 

20. (Original) The compound according to claim 19 selected from the 
group consisting of: 

6,6-diphenyl-1 -(4-toIuenesulphonylK,7-dihydro-1 H-indazoI-3- 
ylamine and 

1 -(3-Amino-6,6-diphenyl-6,7-dihydrd)indazoM -yl)propenone. 
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21 . (Original) The compound according to claim 1 wherein Z is 4- 
aminophenyl. 

22. (Original) The compound according to claim 21 wherein the 
compound is ethyl l^aminophenylJ^.S^iphenyl-IH-inda^le-S-carboxylate. 

23. -26. (Canceled). 

27. (Withdrawn-Currently amended) A method for the treatment of 
tumors comprising administering to a patient in need of said treatment a 
therapeutically effective amount of a compound of formula (1) or formula (2) 



wherein: 

X and Y indopondontly are N or CH whoroin at least ono of X and Y i c N ; 



phenyl optionally substituted with one or more substituenfs selected from 
the group consisting of: halogen, (CVC 4 )alkyl, (d-C^alkoxy, 
thto(Ci-C 4 )a]kyl. N0 2 , NH(Ci-C 4 )alkyl and N((Ci-C 4 )alkyl) 2 wherein 
said alkyl may optionally form a 4 to 6 membered ring together with 
the heteroatom to which it !s attached and an ortho carbon of the 
phenyl wherein said 4 to 6 membered ring may contain a second 
hetero atom selected from the group consisting of O, S and N, e* 

5 or 6 member e d aromatic h e t e rocyclo ^ oo m aining ono or two hotoro 
atomo colocted from the group consi s ting of O, N and S, and 
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optionally cubotitutod with on e or moro halogen, (Cr Gq^alkyly 

whoroin caid allcyl may optionally form a 4 to-6 momborod ring 
tog e th e r w i th the hotoroatom - to which it Is attached - and an ortho 
carbon of said hotorooyclo wh e r e in said A to 6 momborod ring may 
optional l y contain a socond hotoro atom -s o l oot e d from th e group 
ee n sis ting of O, S and - N 7 

Z is H, 4-aminophenyl, SOs>Rs or COR3 wherein R3 is (CrC 4 )alkyl, (C 3 - 
CeJcycloalkyl, Ar as defined above, (Cz-Cejaikenyl or (C 2 -C 6 )alkynyl; 

R1 is H, (Ci-C 4 )alkyl, (C 3 -Ce)cycIoalkyl or Ar as defined above; 

R' is H or (Ci-C 4 )alkyl; and 

when Z is H t R2 is a selected from the group consisting of: 
cyano, 

C(0)-ORai wherein Rai is methyl, ethyl of isopropyl, 
C(0)-NHRa 2 wherein Ra 2 is cyclopropyl, 

C(0)-N(Ra 2 '), wherein N(Raz') is aziridinyl or azetidinyl, optionally 
substituted with (C 1 -C 4 )alkyl or Ar as defined above, 

C(0)-N(Ra3)-ORa3 wherein each Raa may be identical or different and 
each Ra 3 is independently selected from the group consisting 
of methyl, ethyl or cyclopropyl, 

C(0)Ra4 wherein Ra4 is Ar as defined above or (QrCsJcycloalkyl 
optionally substituted with (Ci-C 4 )alkyl or Ar as defined above, 

C(Ra4)=N-Rb wherein: 

Ra4 is H, Ar as defined above, or (QrC 5 )cycloaIkyl optionally 
substituted with (Ci-C4)alkyl or Aras defined above, and 
Rb is (Ci-C^alkyl, (Ca-Csjcycloalkyl, hydroxyl, (d-C 4 )alkoxy, 
(CjrC 4 )alkenyloxy, or (Ci-C 4 )alkylenoxy wherein said 
(C r C 4 )alkylenoxy optionally may be substituted with halogen or 
a group selected from the group consisting of carboxyl, 
(CH 2 ) n Ar wherein n is 0 or 1 and Ar is as defined above, 
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(d-C 4 )atkoxy, NH 2 , NH(CVC 4 )alkyli and N((Ci-C 4 )alkyl)2 
wherein said alkyls together with the heteroatom to which they 
are attached may optionally form a 3 to 6 membered ring which 
may optionally contain a second hetero atom selected from the 
group consisting of O, S and N F 

NH-C(0)Ra4 wherein Ra4 is H, Ar as defined above, or (CsrC 6 )cycloalkyl 
optionally substituted with (C r C 4 )alkyl or Ar as defined above, 

NHFteu wherein Ra4 is H, Ar as defined above, or (C3-C 5 )cycloa!kyl 
optionally substituted with (C r C 4 )alkyl or Ar as defined above, 

phenyl, and 

5 to 6 membered aromatic heterocycie containing 1 to 3 hetero atoms 
selected from the group consisting of O, N and S; and 
when Z is S0 2 R3 or COR3, Ffe te carboxyl, NH 2 , NH(Ci-C 4 )alkyl, N((Ci-C 4 )aIkyl) 2 
or (C?3-Cs)cyc!oalky[amino; or 

a stereoisomeric form of the compound of formula (1) or fomnula (2), or mixtures 
of the stereoisomeric forms thereof in any ratio; or 

a pharmacot i cally pharmaceutical^ acceptable salt of the compound of formula 
(1) or formula (2). 

28. (Withdrawn) The method of claim 27 wherein the therapeutically 
effective amount comprises an amount sufficient to inhibit microtubule 
polymerization. 

29. (Withdrawn) The method of claim 27 wherein the therapeutically 
effective amount comprises a therapeutically effective endothelial cell detaching 
amount 

30. (Withdrawn) The method of daim 27 wherein the therapeutically 
effective amount comprises an amount sufficient to inhibit vascularization of said 
tumors. 
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31 . (Withdrawn-Currently amended) A method for the treatment of 
cancerous cells comprising administering to a patient in need of said treatment a 
therapeutically effective amount of a compound of formula (1 ) or formula (2) 



wherein: 

X and Y in dep e ndently are N or CH whoroin at lo a s t one of X and Y to N ; 



phenyl optionally substituted with one or more substituents selected from 
the group consisting of: halogen, (Ci-C 4 )aIkyJ, (Ci-C^alkoxy, 
thio(C r C 4 )alky!, NO* NH(d-C 4 )aIkyl and N((C r C 4 )alkyl) 2 wherein 
said alky! may optionally form a 4 to 6 membered ring together with 
the heteroatom to which it is attached and an ortho carbon of the 
phenyl wherein said 4 to 6 membered ring may contain a second 
hetero atom selected from the group consisting of O, S and N, or 

5 or 6 memb e r e d aromatic hotorooyo l o containing ono or two h e t e ro 
atom s s ele ct e d from the group consisting of O, N and S, and 
optionally s ub s titut e d with one or mora ha l ogen, (C+ -G 4 )alkyt 7 



whoro i n said alkyl may optionally form a 4 to 6 mombo ro d ring 
together with - tho hot e roatom to which it is attaohod - and an ortho 
carbon of said hotorosye le wher e in said 4 to 6 m e mberod ring may 
optionally - contain a se cond h e t e ro atom sele cted from tho group 
consisting of O y S and N, 




Ar is: 
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Z is H, 4-aminophenyl, SOzRa or COR 3 wherein Ffe is (C 1 -C 4 )alkyl, (C 3 - 

Ce)cycloaIkyl, Ar as defined above, (Qj-C^alkenyl or (CsrCe)alkynyl; 
Ri is H, (Ci-C 4 )alky1, (C 3 -Ge)cycloalkyl or Ar as defined above; 
R' is H or (C n -C 4 )alkyl; and 

when Z is H, R2 is a selected from the group consisting of: 
cyano, 

C(0)-ORai wherein Rai is methyl, ethyl or isopropyl, 
C(0)-NHRa2 wherein Ra 2 is cyciopropyl, 

C(0)-N(Ra 2 '), wherein N(Ra 8 ') is aziridinyl or azetidinyi, optionally 
substituted with (d-C 4 )alkyl or Ar as defined above, 

C(0)-N(Ra 3 )-ORa3 wherein each Ra 3 may be identical or different and 
each Ra3 is independently selected from the group consisting 
of methyl, ethyl or cyciopropyl, 

C(0)Reu wherein Ra* is Ar as defined above or (C 3 -C 5 )cycloalkyl 
optionally substituted with (CVOOalkyl or Aras defined above, 

C(Ra 4 )=N-Rb wherein: 

Rcu is H, Ar as defined above, or (Ca-Csjcycloalkyl optionally 
substituted with (Ci-C 4 )alkyl or Aras defined above, and 
Rb is (Ci-C 2 )alkyi, (Ca-Csjcycloalkyl. hydroxyl, (d-GOalkoxy, 
(C 2 -C 4 )alkenyloxy, or (Ci-C 4 )alkylenoxy wherein said 
(Ci-C 4 )alkylenoxy optionally may be substituted with halogen or 
a group selected from the group consisting of carboxyl, 
(CH^nAr wherein n is 0 or 1 and Ar is as defined above, 
(C r C 4 )alkoxy, NH 2 , NH(Ci-C 4 )alkyl, and N((d-C 4 )alky02 
wherein said alkyls together with the heteroatom to which they 
are attached may optionally form a 3 to 6 membered ring which 
may optionally contain a second hetero atom selected from the 
group consisting of O, S and N, 

NH-C(0)Ra4 wherein Ra* is H, Ar as defined above, or (Ca-Cg)cycloalkyl 
optionally substituted with (Ci-C 4 )alkyl or Ar as defined above, 
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NHRa* wherein Ffcu is H, Ar as defined above, or (C 3 -C 5 )cycloalkyl 

optionally substituted with (Ci-C 4 )alkyl or Ar as defined above, 
phenyl, and 

5 to 6 mem be red aromatic heterocycle containing 1 to 3 hetero atoms 
selected from the group consisting of O, N and S; and 
when Z is SO2R3 or COR 3 , R 2 Is carboxyl, NH 2 , NH(d-C 4 )alkyl, N((Ci-C4)alky!) 2 
or (C3-C 5 )cycloa[kylamrno; or 

a stereoisomers form of the compound of formula (1) or formula (2), or mixtures 
of the stereoisomer^ forms thereof in any ratio; or 

a pharmacotioally oharmaceuticallv acceptable salt of the compound of formula 
(1) or formula (2). 

32. (withdrawn) The method of claim 31 wherein the therapeutically 
effective amount comprises an amount sufficient to inhibit microtubule 
polymerization. 

33. (Withdrawn) The method of claim 31 wherein the therapeutically 
effective amount comprises a therapeutically effective endothelial cell detaching 
amount. 

34. (Withdrawn) The method of claim 31 wherein the therapeutically 
effective amount comprises an amount sufficient to inhibit vascularization of said 
cancerous cells. 

35. (Original) A pharmaceutical composition comprising one or more 
compounds of formula (1) or formula (2) according to claim 1 and one or more 
pharmaceutical^ acceptable carriers, diluents, adjuvants or excipients. 
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